
-.] 
00 

Symbols and process for statistical analysis in INDIVIDUAL DATA 

M/C: Values for Bartlett's test for homogeneity of variance, 

p ;;:;; 0.05 ------------ > Kruskal-Wallis test 

p > 0.05 ------------ > One way analysis of variance 

F: Values for one way analysis of variance, 

p ;;:;; 0 . I 0 ------------ > Dunnett's test 

H : Values for Kruskal-Wall is test, 

p ;;:;; o.IO ------------ > Matm-Whitney 's U-test 

t: Significant difference, p;;:;;o. IO 

* : Significant difference, p;;:;; 0.05 

** : Significant difference, p;;:;; 0.01 

t': Values for Dunnett's test 

U: Values for Mann-Whitney's U-test 

* : Significant difference, p;;:;; 0.05 

** :Significant difference, p;;:;;O.Ol 
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INDIVIDUAL DATA 1-1-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) 

General appearance ANIMAL : Rat, Jcl:SD SEX : Male GROUP : 0 mg/kg 

Administration period (day) Autopsy Recovery period (day) 

Animal No. 1-28 day 1 - 14 

101 N N # 

102 N N # 

103 N N # 

104 N N # 

105 N N # 

106 N N # 

107 N # N 

108 N # N 

109 N # N 

110 N # N 

Ill N # N 

112 N # N 

N :No abnormal findings. 

#:Blank. 

Autopsy 

day 

# 

# 

# 

# 

# 

# 

N 

N 

N 

N 

N 

N 



00 
0 

INDIVIDUAL DATA 1-1-2 

STUDY NO. SR09244 TITLE: Repeated dose toxicity 28d-R14d (p.o.) 

General appearance ANIMAL : Rat, Jcl:SD SEX : Male GROUP : 30 mg/kg 

Administration period (day) Autopsy 
Animal No. 1-28 day 

201 N N 

202 N N 
203 N N 
204 N N 

205 N N 

206 N N 

N : No abnormal findings. 



00 

INDIVIDUAL DATA 1-1-3 
STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) 

General appearance ANIMAL: Rat, Jcl:SD SEX: Male GROUP: 100 mg/kg 

Animal No. 

301 

302 

303 
304 

305 

306 

Administration period (day) 

I - 25 26- 28 

N 
N 

N 
N 

Autopsy 

day 

N 

N 
N 

N 

N 
N 

N 
N 

N 

N 

Sb (L: I Ox5,R:20 x5) Sb (L: I Ox5,R:20x5) 

N N 

N :No abnormal findings. 

Sb : Scab at dorsal region (size, mm) 



INDIVIDUAL DATA 1-1-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) 

General appearance ANIMAL : Rat, Jcl:SD SEX: Male GROUP : 300 mg/kg 

Administration period (day) 

Animal No. 1 2 3 4 5 6 7 8 9 10 11 ,12 13,14 15 16 17 18 

401 N Tr St, Tr Tr Tr Tr N Tr Tr Tr N N N Tr N Ju 

402 N Tr Tr Tr Tr Tr N N N N N N N Tr N Ju 

403 N Tr St, Tr Tr Tr St, Tr N Tr Tr N Tr N Tp Tp, Tr N N 

404 Tr Tr Tr Tr St, Tr Tr Tr N N Tr Tr N N N N N 

405 N Tr Tr N N Tr Tr N N N N N N N N N 

406 N Tr Tr St, Tr Tr Tr N N N N N N N N N N 

407 St, Tr Tr Tr Tr St, Tr Tr Tr St N N N N N N N N 

408 N Tr Tr Tr N Tr N Tr N N N N N N N N 

409 Tr Tr Tr N Tr Tr N N N N N N N N N N 
00 410 N Tr Tr Tr Tr N N N N N N N N N N N N 

411 St, Tr Tr Tr St, Tr St, Tr Tr N N St N N N N N N N 

412 N Tr N Tr Tr N N N N N N N N N N N 

(to be continued) 

N :No abnormal findings. 

Ju : Jumping 

St : Staggering gait 

Tp : Tachypnea 

Tr: Tremor 



INDIVIDUAL DATA 1-1-4 (continued) 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) 

General appearance ANIMAL : Rat, Jcl:SD SEX: Male GROUP : 300 mg/kg 

Administration period (day) Autopsy Recovery period (day) Autopsy 
Animal No. 19 20 21 22 23 24 25 26 27 28 day I- 14 day 

401 Ju Ju Ju Ju Ju Ju Ju Ju Ju Ju N # # 
402 N N Ju N N N N N N Ju N # # 
403 Tr N N N N Ju Ju N N Ju N # # 
404 N N N N Tr N Ju N N N N # # 

405 Tr N N N N N N N N N N # # 

406 N N N N N N N N N N N # # 
407 Tr N Ju, Tp Ju Ju Ju N N Ju Ju # N N 
408 N N N N N N N Ju N Ju # N N 
409 N N N N N N N N N N # N N 

00 410 N N N N N N N N N N # N N w 

411 N N N Ju N N N N N N # N N 
412 N N N Ju Ju N N N N N # N N 

N :No abnormal findings. 

Ju: Jumping 

Tp : Tachypnea 

Tr : Tremor 

# : Blank. 



DO 
.j:>. 

INDIVIDUAL DATA 1-2-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) 

General appearance ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 0 mg/kg 

Administration period (day) Autopsy Recovery period (day) 

Animal No. I -28 day I - 14 

151 N N # 

152 N N # 

153 N N # 

154 N N # 

155 N N # 

156 N N # 

157 N # N 

158 N # N 

159 N # N 

160 N # N 

161 N # N 

162 N # N 

N :No abnormal findings. 

#:Blank. 

Autopsy 

day 

# 

# 

# 

# 

# 

# 

N 

N 

N 

N 

N 

N 



00 
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INDIVIDUAL DATA 1-2-2 
STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) 

General appearance ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 30 mg/kg 

Administration period (day) 

Animal No. I - 28 

251 N 

252 N 
253 N 

254 N 

255 N 

256 N 

N : No abnormal findings. 

Autopsy 

day 

N 

N 
N 

N 

N 

N 



00 
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INDIVIDUAL DATA 1-2-3 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) 
General appearance ANIMAL: Rat, Jcl:SD SEX: Female GROUP: 100 mg/kg 

Administration period (day) Autopsy 
Animal No. I- 23 24 25,26 27,28 day 

351 N Tr N N N 
352 N N Tr N N 
353 N N N N N 
354 N N N N N 
355 N N N N N 
356 N N N N N 

N :No abnormal findings. 

Tr: Tremor 



INDIVIDUAL DATA I-2-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) 

General appearance ANIMAL : Rat, Jcl:SD SEX: Female GROUP : 300 mg/kg 

Administration period (day) 

Animal No. I 2 3 4 5 6 7 8 9 10 II 12 I3 I4 I5 I6 

451 Tr Tr Tr N Tr Tr Tr N N N Tr N Tr N N N 
452 St, Tr Tr Tr Tr Tr St, Tr St St St, Tr St, Tr Tr Tr St N St, Tr St, Tr 
453 Tr St Tr Tr Tr Tr Tr Tr Tr Tr Tr N N Tr Tr Tr 
454 N Tr Tr St, Tr St, Tr Tr Tr N N Tr N N N N N N 
455 St, Tr St, Tr Tr Tr Tr N N N N N N N N N N N 
456 Tr St, Tr Tr St, Tr Tr Tr N Tr,St N N N N N N N N 
457 N St, Tr Tr Tr Tr Tr N N N N N N N N N Tr 
458 N St, Tr Tr St Tr St, Tr Tr Tr N Tr Tr Tr N N N Tr 

459 N Tr Tr Tr Tr Tr Tr N N Tr Tr N N Tr Tr N 
00 460 N Tr Tr Tr Tr Tr N N N N Tr N N N N N -..] 

461 N Tr Tr St, Tr Tr Tr Tr N N Tr N N N N N N 
462 N Tr Tr N Tr Tr N N N N N N N Tr N N 

(to be continued) 

N :No abnormal findings. 

Cr : Crushing of left tooth 

St : Staggering gait 

Tr: Tremor 



INDIVIDUAL DATA I-2-4 (continued) 

STUDY NO. SR09244 TITLE: Repeated dose toxicity 28d-RI4d (p.o.) 

General appearance ANIMAL : Rat, Jci:SD SEX: Female GROUP : 300 mg/kg 

Administration period (day) Autopsy Recovery period (day) Autopsy 

Animal No. I7 I8 I9 20 2I 22 23 24 25 26 27 28 day I - I4 day 

45I N N N N N N N Ju Tr N N N N # # 
452 N N N N N St, Tr N Tr St, Tp N Cr*, Ju, Cr, Tr Cr # # 

Tr 

453 Tr N Tr Tr N Tr Tr N Tr Tr Tr Tr N # # 

454 N N N N N N N N N N N N N # # 

455 N N N N N N N Tr N N N N N # # 
456 N N N N N N N N N N N N N # # 
457 N N N N N N N N N N N N # N N 

458 N N N N N Ju Ju N N N Tr N # N N 
00 459 N N Tr N N N N N Tr N N N # N N 00 

460 N N N N N N N N N N N N # N N 

46I N N N N N Ju, Tr N N N N N N # N N 

462 N N N N Ju, St, N N N Tr N N N # N N 
Tp 

N: No abnormal findings. 

Cr : Crushing ofleft tooth * : Bleeding. 

Ju: Jumping 

St : Staggering gait 

Tp : Tachypnea 

Tr: Tremor 

#:Blank. 



Definitions for detailed clinical and functional observations 

Item Category No. 

In the cage: 

Body position/Posture 

1; Normal (sitting, etc.) 

Respiratory pattern 
1; Normal 

Tremor I Convulsion 

Stereotype 
Rolling 

1; Not present 

0; Not present 

Repetitive circling 

0; Not present 

Bizarre behavior 
~ Biting/Selfmutilation 

1; Not present 

2; Sleeping 

2; Slightly abnormal, 
rapid or slow 

2; Irregularly, 

only the legs 

1; Sometimes 

1; Sometimes 

2; Present 

On the hand: while removing the animal from its cage 

Ease ofremoval 

1; Very easy 2; Easy 

Ease of handling 

1; Very easy 2; Easy 

Muscle tone 1; Low 2; Normal 

Piloerection 1; Not present 2; Slightly present, 
around head and back 

Fur 1; Normal 2; Slightly stained 

Eyes 1; Not present, normal 2; Slight ptosis, 

half closed 

Mucous membranes 
-1; Dark purplish appearance, 

cyanosis 

3; Crouching 

3; Moderately abnormal, 
difficult to breath 

3; Durable, 

only the legs 

2; Frequently 

2; Frequently 

3; Slightly difficult 

3; Slightly difficult 

3; High 

3; Slightly present, 
systemic 

3; Stained 

3; Ptosis 

0; Normal 

4; Prone, lateral 

4; Severe abnormal, 
labored 

4; Clonic, 

systemic 

4; Difficult 

4; Difficult 

4; Severely present, 
systemic 

4; Closed 

1; Red appearance 

5; Standing,jumping 

5; Dyspnea 

5; Tonic, 

systemic 

5; Very difficult 

5; Very difficult 

6; Cataleptic 

(to be continued) 



\0 
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(Continued 1) 

Item 

Skin 

Category No. 

0; Pale appearance, 
cyanosis 

1; Normal 2; Red appearance 

Pupil size 

Lacrimation 

Salivation 

1; Normal 2; Slightly mydriatic 3; Mydriatic 

1; Not present 

1; Not present 

2; Wet around the eye 3; Wet 

2; Wet around the mouth 3; Wet 

Secretions/Excretions 

0; Not present 1; Present 

In the open-field: when placed the animal in an open-field 

Gait 0; Not moved 1; Normal 

Co-ordination of movement 

0; staggering (ataxic) 

Reactivity to environmental stimuli 

0; Not present 

1; Normal 

1; present (to noise, etc.) 

2; Difficult to walk 

Searching 

Urination 

Defecation 

0; Not present 

0; Not present 

0; Not present 

1; present (sniffing, standing, etc.) 

1; Present 

Stereotype 
Excessive grooming 

0; Not present 

Unusual head movement 

0; Not present 

Bizarre behavior 
Walking backward 

1; Present 

1; Sometimes 

1; Sometimes 

1; Not present 2; Present 

Vocalization 

Aggression 

1; Not present, sometimes 2; Present, frequently 

1; Not present 2; Present 

2; Frequently 

2; Frequently 

4; Severely wet 

4; Severely wet 

3; Unable to walk, 

paralytic 

(to be continued) 
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(Continued 2) 

Item Category No. 

On the desk : functional observation, stimulus reactivity 

Visual reactivity: approach response 
I; Jumping 

Touch reactivity: touch response 

2; Turning away 

I; Hyposensitive 2; Turning away 

Auditory reactivity: response to Galton's whistle 

0; No reaction 

Pain reactivity: tail pinch response 
0; No reaction 

I; Normal, 

moving the auricle 

I; Dull, 

vocalizing 

Proprioceptive reactivity: returning from enforced posture 
0; No returning I; Returning 

Righting reflex: landing performance from 30 em above 
I; Normal, 2; Abnormal, 

landing by foot landing by body 

Others 

Grip strength: measuring by CPU gage® 

3; No reaction 

3; Hypersensitive 

2; Sensitive, 

moving the body 

2; Normal, 

vocalizing and 

turning back 

expressed by mean values (g) from 3 trials; forelimb and hindlimb 

Motor activity measurements: measuring by SUPERMEX and CompACT AMS 

expressed by total counts for 60 minutes at I 0 minutes' intervals 

4; Approach 

3; Hypersensitive, 

surprising and jumping 

3; Hypersensitive 

attacking or jumping 

5; Attack 
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INDIVIDUAL DATA 2-I-I 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD: Pre-administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Male GROUP : 0 mg/kg 

In the cage 

Stereotype 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive 
No. Posture pattern Convulsion circling 

101 I I I 0 0 

I02 1 I I 0 0 

103 1 I 1 0 0 

104 1 1 1 0 0 

105 1 1 1 0 0 

106 1 I I 0 0 

107 1 I I 0 0 

108 1 1 1 0 0 

109 1 I 1 0 0 

110 1 I I 0 0 

1II 1 I I 0 0 

II2 1 I I 0 0 

N I2 12 I2 12 12 

H 0.0000 0.0000 0.0000 0.0000 0.0000 

Bizarre behavior 

Biting/ 
Selfmutilation 

I2 

0.0000 
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INDIVIDUAL DATA 2-1-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD: Pre-administration 

Detailed clinical observation ANIMAL: Rat, Jci:SD SEX : Male GROUP : 30 mg/kg 

In the cage 

Stereotype 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive 
No. Posture pattern Convulsion circling 

201 1 1 I 0 0 

202 1 1 I 0 0 

203 I I I 0 0 

204 I 1 I 0 0 

205 1 I I 0 0 

206 1 I I 0 0 

N 6 6 6 6 6 

Bizarre behavior 

Biting/ 
Selfmutilation 

6 
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INDIVIDUAL DATA 2-1-3 

STUDY NO. SR09244 TITLE: Repeated dose toxicity 28d-R14d (p.o.) PERIOD : Pre-administration 

Detailed clinical observation ANIMAL: Rat, Jci:SD SEX: Male GROUP : 100 mg/kg 

In the cage 

Stereotype 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive 
No. Posture pattern Convulsion circling 

301 1 I 1 0 0 

302 1 1 1 0 0 

303 1 1 1 0 0 

304 1 1 I 0 0 

305 1 1 I 0 0 

306 1 1 1 0 0 

N 6 6 6 6 6 

Bizarre behavior 

Biting/ 
Selfmutilation 

6 
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INDIVIDUAL DATA 2-1-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD : Pre-administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Male GROUP : 300 mg/kg 

In the cage 

Stereotype 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive 
No. Posture pattern Convulsion circling 

401 I I I 0 0 

402 I I I 0 0 

403 I I I 0 0 

404 I I I 0 0 

405 I I I 0 0 

406 I I I 0 0 

407 I I I 0 0 

408 I I I 0 0 

409 I I I 0 0 

410 I I I 0 0 

411 I 1 I 0 0 

412 1 I I 0 0 

N 12 12 12 12 12 

Bizarre behavior 

Biting/ 
Selfmutilation 

12 
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INDIVIDUAL DATA 2-2-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD: Pre-administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX : Female GROUP : 0 mg/kg 

In the cage 

Stereotype 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive 
No. Posture pattern Convulsion circling 

151 1 I 1 0 0 

152 1 1 1 0 0 

!53 1 1 1 0 0 

154 1 I I 0 0 

155 I 1 I 0 0 

156 1 I 1 0 0 

!57 1 I I 0 0 

!58 I I I 0 0 

!59 1 I I 0 0 

160 I I I 0 0 

161 I I I 0 0 

162 1 1 1 0 0 

N 12 12 12 12 12 

H 0.0000 0.0000 0.0000 0.0000 0.0000 

Bizarre behavior 

Biting/ 
Selfrnutilation 

12 

0.0000 
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INDIVIDUAL OAT A 2-2-2 

STUDY NO. SR09244 TITLE: Repeated dose toxicity 28d-RI4d (p.o.) PERIOD :Pre-administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 30 mg/kg 

In the cage 

Stereotype 

Animal Body position/ Respiratory Tremor/ 
Roll ing 

Repetitive 
No. Posture pattern Convulsion circling 

25 1 I I I 0 0 

252 1 I 1 0 0 

253 1 1 1 0 0 

254 I I 1 0 0 

255 1 1 1 0 0 

256 1 I I 0 0 

N 6 6 6 6 6 

Bizarre behavior 

Biting! 
Selfrnutilation 

6 
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INDIVIDUAL OAT A 2-2-3 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) PERIOD : Pre-administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX: Female GROUP: IOO mg/kg 

ln the cage 

Stereotype 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive 
No. Posture pattern Convulsion circling 

351 1 1 1 0 0 

352 1 1 1 0 0 

353 1 I I 0 0 

354 1 1 1 0 0 

355 I I 1 0 0 

356 1 1 1 0 0 

N 6 6 6 6 6 

Bizarre behavior 

Biting/ 
Selfmutilation 

6 
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INDIVIDUAL OAT A 2-2-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Pre-administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 300 mg/kg 

In the cage 

Stereotype 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive 
No. Posture pattern Convulsion circling 

451 1 1 1 0 0 

452 1 1 1 0 0 

453 1 1 1 0 0 

454 1 1 I 0 0 

455 1 1 1 0 0 

456 1 1 1 0 0 

457 1 1 1 0 0 

458 1 1 1 0 0 

459 1 1 1 0 0 

460 1 1 1 0 0 

461 1 I 1 0 0 

462 1 1 1 0 0 

N 12 12 12 12 12 

Bizarre behavior 

Biting/ 
Selfmutilation 

12 
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INDIVIDUAL DATA 2-3-1 

STUDY NO. SR09244 TITLE: Repeated dose toxicity 28d-R14d (p.o.) PERIOD : Day 7 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Male GROUP : 0 mg/kg 

In the cage 

Stereotype Bizarre behavior 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive Biting/ 
No. Posture pattern Convulsion circling Selfmutilation 

101 I I I 0 0 

102 1 1 1 0 0 

103 1 I 1 0 0 

104 1 I 1 0 0 

105 1 1 1 0 0 

106 I 1 I 0 0 

107 I 1 1 0 0 

108 I 1 I 0 0 

109 I I 1 0 0 

110 I 1 1 0 0 

111 I I I 0 0 

112 1 1 I 0 0 

N 12 12 12 12 12 12 

1-1 0.0000 0.0000 6.3636t 0.0000 0.0000 0.0000 



INDIVIDUAL DATA 2-3-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 7 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX: Male GROUP : 30 mg/kg 



INDIVIDUAL DATA 2-3-3 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD: Day 7 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX: Male GROUP: 100 mg!kg 
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INDIVIDUAL DATA 2-3-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) PERIOD: Day 7 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Male GROUP : 300 mg/kg 

In the cage 

Stereotype Bizarre behavior 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive Biting/ 
No. Posture pattern Convulsion circling Selfinutilation 

401 I I 1 0 0 
402 1 1 1 0 0 
403 I I I 0 0 
404 1 I 3 0 0 
405 1 1 3 0 0 
406 1 I I 0 0 
407 I I 3 0 0 
408 I I I 0 0 
409 I I I 0 0 
4IO I I I 0 0 
411 I I I 0 0 
4I2 1 1 1 0 0 

N 12 I2 I2 12 12 12 

u 54.0000 
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INDIVIDUAL DATA 2-4-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) PERIOD : Day 7 of administration 

Detailed clinical observation ANIMAL : Rat, Jci:SD SEX : Female GROUP : 0 mg/kg 

In the cage 

Stereotype Bizarre behavior 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive Biting/ 
No. Posture pattern Convulsion circling Selfrnutilation 

151 I I I 0 0 

I 52 I I I 0 0 

153 1 I I 0 0 

154 1 I I 0 0 

155 1 I I 0 0 

156 I I 1 0 0 

157 1 1 I 0 0 

158 I 1 I 0 0 

159 1 1 I 0 0 

160 1 1 I 0 0 

161 I I I 0 0 

162 I I 1 0 0 

N 12 12 12 12 12 12 

H 0.0000 0.0000 8.7500* 0.0000 0.0000 0.0000 



INDIVlDUAL DATA 2-4-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD : Day 7 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX : Female GROUP : 30 mg!kg 



INDIVIDUAL DATA 2-4-3 

STUDY NO. SR09244 TITLE: Repeated dose toxicity 28d-RI4d (p.o.) PEIUOD : Day 7 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : I 00 mg/kg 
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INDIVIDUAL DATA 2-4-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD: Day 7 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 300 mg/kg 

Animal Body position/ Respiratory 
No. Posture pattern 

-
451 

452 

453 

454 

455 

456 

457 

458 

459 

460 

461 

462 

N 12 12 

u 

In the cage 

Tremor/ 
Convulsion 

3 

3 

3 

3 

12 

48.0000 

Stereotype 

Rolling 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

12 

Repetitive 
circling 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

12 

Bizarre behavior 

Biting/ 
Selfmutilation 

12 
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INDIVIDUAL DATA 2-5-1 

STUDY NO. SR09244 TITLE: Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD: Day 14 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl :SD SEX : Male GROUP : 0 mg!kg 

In the cage 

Stereotype Bizarre behavior 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive Biting/ 
No. Posture pattern Convulsion circling Selfmutilation 

101 1 1 1 0 0 

102 1 I I 0 0 

103 1 I 1 0 0 

104 1 I I 0 0 

105 1 1 1 0 0 

106 1 I I 0 0 

107 I I I 0 0 

108 1 I I 0 0 

I09 I I I 0 0 

IIO I I I 0 0 

lli I I I 0 0 

II2 I 1 I 0 0 

N 12 12 I2 12 12 12 

H 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 



INDIVIDUAL DATA 2-5-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 14 of administration 

Detailed clinical observation ANIMAL : Rat, Jci:SD SEX : Male GROUP : 30 mg/kg 
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INDIVIDUAL DATA 2-5-3 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 14 of administration 

Detailed clinical observation ANIMAL: Rat, Jci:SD SEX: Male GROUP: 100 mg/kg 

In the cage 

Stereotype Bizarre behavior 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive Biting/ 
No. Posture pattern Convulsion circling Selfmutilation 

301 1 1 1 0 0 

302 1 1 1 0 0 

303 1 1 I 0 0 

304 1 1 1 0 0 

305 1 I 1 0 0 

306 1 1 1 0 0 

N 6 6 6 6 6 6 



...... ...... ...... 

INDIVIDUAL DATA 2-5-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 14 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX: Male GROUP: 300 mg/kg 

In the cage 

Stereotype Bizarre behavior 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive Biting/ 
No. Posture pattern Convulsion circling Selfmutilation 

40I 1 I I 0 0 

402 1 I I 0 0 

403 I I 1 0 0 

404 1 1 1 0 0 

405 I 1 I 0 0 

406 1 1 1 0 0 

407 1 1 I 0 0 

408 1 1 I 0 0 

409 1 1 1 0 0 

410 I I I 0 0 

411 1 1 1 0 0 

412 1 1 1 0 0 

N 12 12 12 12 12 12 



...... ...... 
N 

INDIVIDUAL DATA 2-6-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 14 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX : Female GROUP : 0 mg/kg 

In tl1e cage 

Stereotype Bizarre behavior 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive Biting/ 
No. Posture pattern Convulsion circling Selfmutilation 

151 I I I 0 0 

!52 I 1 I 0 0 

!53 I I I 0 0 

!54 I I I 0 0 

!55 I I I 0 0 

!56 I I I 0 0 

!57 I I I 0 0 

!58 I I I 0 0 

!59 I 1 I 0 0 

160 I I I 0 0 

161 I I I 0 0 

162 I I I 0 0 

N 12 12 12 12 12 12 

H 0.0000 0.0000 4.1176 0.0000 0.0000 0.0000 
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UJ 

INDIVIDUAL OAT A 2-6-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD: Day 14 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 30 mg/kg 

In the cage 

Stereotype Bizarre behavior 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive Biting/ 
No. Posture pattern Convulsion circling Selfmutilation 

251 I I I 0 0 

252 1 I I 0 0 

253 I I I 0 0 

254 1 I I 0 0 

255 1 I I 0 0 

256 I I I 0 0 

N 6 6 6 6 6 6 



' ...... ...... ..,.. 

INDIVIDUAL DATA 2-6-3 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD : Day 14 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX: Female GROUP: 100 mg/kg 

In the cage 

Stereotype Bizarre behavior 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive Biting/ 
No. Posture pattern Convulsion circling Selfmutilation 

351 1 I I 0 0 

352 1 I I 0 0 

353 1 I 1 0 0 

354 1 I I 0 0 

355 I I 1 0 0 

356 I 1 1 0 0 

N 6 6 6 6 6 6 
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INDIVIDUAL DATA 2-6-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day I4 of administration 

Detailed clinical observation ANIMAL : Rat, Jci:SD SEX : Female GROUP : 300 mg/kg 

Animal Body position/ Respiratory 
No. Posture pattern 

-
45I 

452 

453 

454 

455 

456 

457 

458 

459 

460 

46 I 

462 

N 12 I2 

In the cage 

Stereotype 

Tremor/ 
Convulsion 

Rolling 
Repetitive 

circling 

3 

I 

3 

12 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

I2 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

I2 

Bizarre behavior 

Biting/ 
Selfinutilation 

I2 
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lNDIVIDUAL DATA 2-7-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) PERIOD: Day 21 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl :SD SEX : Male GROUP : 0 mg/kg 

In the cage 

Stereotype Bizarre behavior 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive Biting/ 
No. Posture pattern Convulsion circling Selfinutilation 

101 I 1 1 0 0 

102 1 1 1 0 0 

103 1 1 1 0 0 

104 1 I 1 0 0 

105 1 I I 0 0 

106 1 1 I 0 0 

107 1 I 1 0 0 

108 1 1 1 0 0 

109 1 I I 0 0 

110 I I I 0 0 

Ill 1 1 1 0 0 

112 I 1 I 0 0 

N 12 12 12 12 12 12 

H 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 



I 

...... ...... 
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INDIVIDUAL DATA 2-7-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) PERlOD: Day 21 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl :SD SEX : Male GROUP : 30 mg/kg 

In the cage 

Stereotype Bizarre behavior 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive Biting/ 
No. Posture pattern Convulsion circling Selfmutilation 

201 1 1 I 0 0 

202 1 1 1 0 0 

203 1 I 1 0 0 

204 1 1 1 0 0 

205 I 1 1 0 0 

206 1 1 1 0 0 

N 6 6 6 6 6 6 
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INDIVIDUAL DATA 2-7-3 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 21 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX: Male GROUP: 100 mg/kg 

In the cage 

Stereotype Bizarre behavior 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive Biting/ 
No. Posture pattern Convulsion circling Selfmutilation 

301 I I I 0 0 

302 I I I 0 0 

303 I I I 0 0 

304 I I 1 0 0 

305 1 1 I 0 0 

306 I I I 0 0 

N 6 6 6 6 6 6 
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INDIVIDUAL DATA 2-7-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD : Day 21 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl :SD SEX : Male GROUP : 300 mg/kg 

In the cage 

Stereoty pe Bizarre behavior 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive Biting/ 
No. Posture pattern Convulsion circling Selfmutilation 

40I I I I 0 0 

402 1 I 1 0 0 

403 I I I 0 0 

404 1 I 1 0 0 

405 1 1 I 0 0 

406 1 I 1 0 0 

407 1 1 1 0 0 

408 1 I I 0 0 

409 1 I I 0 0 

410 1 1 I 0 0 

411 1 I I 0 0 

412 I I I 0 0 

N 12 12 12 12 12 12 



-N 
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INDIVIDUAL DATA 2-8-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD: Day 21 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 0 mg/kg 

In the cage 

Stereotype Bizarre behavior 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive Biting/ 
No. Posture pattern Convulsion circling Selfinutilation 

151 1 1 1 0 0 

152 1 1 1 0 0 

153 1 I 1 0 0 

154 1 1 1 0 0 

155 I I 1 0 0 

156 1 I 1 0 0 

157 1 I I 0 0 

158 1 I 1 0 0 

159 1 I 1 0 0 

160 1 1 1 0 0 

161 1 1 I 0 0 

162 1 1 1 0 0 

N 12 12 12 12 12 12 

H 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 



INDIVIDUAL DATA 2-8-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) PERIOD: Day 21 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 30 mg/kg 



INDIVIDUAL DATA 2-8-3 

STUDY NO. SR09244 TITLE: Repeated dose toxicity 28d-R14d (p.o.) PERIOD: Day 21 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl :SD SEX: Female GROUP: 100 mglkg 
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INDIVIDUAL DATA 2-8-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 2I of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 300 mg!kg 

In the cage 

Stereotype Bizarre behavior 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive Biting/ 
No. Posture pattern Convulsion circling Selfmutilation 

45I I I I 0 0 

452 I I I 0 0 

453 I I I 0 0 

454 I I I 0 0 

455 I I 1 0 0 

456 1 1 1 0 0 

457 1 1 I 0 0 

458 1 I 1 0 0 

459 1 1 I 0 0 

460 1 1 1 0 0 

461 1 1 1 0 0 

462 1 I I 0 0 

N 12 12 12 12 12 12 



-N 
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INDIVIDUAL DATA 2-9-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 28 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Male GROUP : 0 mg/kg 

In the cage 

Stereotype Bizarre behavior 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive Biting/ 
No. Posture pattern Convulsion circling Selfmutilation 

101 1 1 1 0 0 

102 1 1 1 0 0 

103 1 1 1 0 0 

104 1 I 1 0 0 

105 1 1 I 0 0 

106 1 1 I 0 0 

107 1 I 1 0 0 

108 I I 1 0 0 

109 1 1 1 0 0 

110 1 I I 0 0 

111 1 I I 0 0 

II2 I I I 0 0 

N 12 I2 I2 12 I2 I2 

I-I 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 



INDIVIDUAL DATA 2-9-2 

STUDY NO. SR09244 TITLE: Repeated dose toxicity 28d-RJ4d (p.o.) PERIOD : Day 28 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Male GROUP : 30 mg/kg 



INDIVIDUAL OAT A 2-9-3 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD: Day 28 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX: Male GROUP : 100 mg!kg 
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INDIVIDUAL DATA 2-9-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 28 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl :SD SEX : Male GROUP : 300 mg!kg 

In the cage 

Stereotype Bizarre behavior 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive Biting/ 
No. Posture pattern Convulsion circling Selfmutilation 

401 1 1 I 0 0 

402 1 I I 0 0 

403 I 1 I 0 0 

404 I I 1 0 0 

405 I I I 0 0 

406 I I I 0 0 

407 1 1 I 0 0 

408 I 1 1 0 0 

409 1 1 I 0 0 

410 I I I 0 0 

411 1 I 1 0 0 

412 1 I I 0 0 

N 12 12 12 12 12 12 
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INDIVIDUAL DATA 2-10-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 28 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 0 mg/kg 

In the cage 

Stereotype Bizarre behavior 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive Biting/ 
No. Posture pattern Convulsion circling Selfmutilation 

151 1 1 I 0 0 

152 1 1 I 0 0 

153 1 I I 0 0 

154 1 1 1 0 0 

155 1 1 1 0 0 

156 1 I 1 0 0 

157 1 1 I 0 0 

158 1 I I 0 0 

159 1 1 1 0 0 

160 1 I I 0 0 

161 1 I I 0 0 

162 1 I 1 0 0 

N 12 12 12 12 12 12 

H. 0.0000 0.0000 4.1176 0.0000 0.0000 0.0000 



INDIVIDUAL DATA 2-10-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) PERIOD: Day 28 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 30 mg/kg 



INDIVIDUAL DATA 2-10-3 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD : Day 28 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX: Female GROUP : 100 mg!kg 
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INDIVIDUAL DATA 2-10-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 28 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 300 mg!kg 

In the cage 

Stereotype Bizarre behavior 

Animal Body position/ Respiratory Tremor/ 
Rolling 

Repetitive Biting! 
No. Posture pattern Convulsion circling Selfmutilation 

45I I l I 0 0 

452 I I 3 0 0 

453 1 I 3 0 0 

454 1 I I 0 0 
455 I 1 I 0 0 
456 1 1 I 0 0 

457 1 I I 0 0 

458 1 I I 0 0 

459 1 1 I 0 0 

460 1 I I 0 0 

461 1 1 I 0 0 

462 1 I 1 0 0 

N 12 12 12 I2 12 12 



INDIVIDUAL DATA 2-11-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD : Day 7 of recovery 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX: Male GROUP : 0 mg/kg 



INDIVIDUAL DATA 2-11-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD: Day 7 of recovery 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Male GROUP : 300 mg/kg 



INDIVIDUAL DATA 2-12-1 

STUDY NO. SR09244 TITLE: Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD: Day 7 of recovery 

Detailed clinical observation ANIMAL : Rat, Jcl :SD SEX : Female GROUP : 0 mg!kg 



INDIVIDUAL DATA 2-12-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 7 of recovery 

Detailed clinical observation ANIMAL : Rat, Jci:SD SEX : Female GROUP : 300 mg/kg 



INDIVIDUAL DATA 2-13-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) PERIOD: Day 14 of recovery 

Detailed clinical observation ANIMAL: Rat, Jci:SD SEX : Male GROUP : 0 mglkg 



INDIVIDUAL DATA 2-13-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD : Day 14 of recovery 

Detailed clinical observation ANIMAL: Rat, Jcl :SD SEX : Male GROUP : 300 mg/kg 



INDIVIDUAL DATA 2-14-1 

STUDY NO. SR09244 TITLE: Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD : Day 14 of recovery 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 0 mg/kg 



INDIVIDUAL DATA 2-14-2 

STUDY NO. SR09244 TITLE: Repeated dose toxicity 28d-R14d (p.o.) PERIOD : Day 14 of recovery 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX : Female GROUP : 300 mg/kg 
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INDIVIDUAL DATA 3-1-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD: Pre-administration 

Detailed clinical observation ANIMAL: Rat, Jci:SD SEX: Male GROUP : 0 mg!kg 

On the hand 

Ease of 

Animal 
Removal Handling 

Muscle 
Piloerection Fur Eyes 

Mucous 
No. tone membranes 

101 1 I 2 1 1 1 0 

102 1 1 2 1 1 I 0 

103 1 1 2 I 1 1 0 

104 1 I 2 1 1 1 0 

105 1 1 2 1 1 1 0 

106 I 1 2 I 1 I 0 

107 1 I 2 1 I I 0 

108 1 I 2 I 1 1 0 

109 I I 2 1 I I 0 

I 10 1 1 2 1 I 1 0 

Ill 1 1 2 1 1 I 0 

112 I I 2 1 I I 0 

N 12 12 12 12 12 12 12 

Skin 
Pupil 

Lacrimation 
size 

I 1 1 

1 1 1 

1 1 I 

I 1 1 

1 1 1 

1 I I 

I I I 

1 I I 

1 I 1 

I 1 1 

1 1 I 

1 I I 

12 12 12 

H 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 

Salivation 
Secretions/ 
Excretions 

1 0 

I 0 

1 0 

1 0 

I 0 

I 0 

1 0 

I 0 

I 0 

1 0 

I 0 

1 0 

12 12 

0.0000 0.0000 



INDIVIDUAL DATA 3-1-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD : Pre-administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX: Male GROUP : 30 mglkg 



INDIVIDUAL DATA 3-1 -3 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD : Pre-administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Male GROUP : 100 mglkg 
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INDIVIDUAL DATA 3-1-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD: Pre-administration 

Detailed clinical observation ANIMAL : Rat, Jcl :SD SEX : Male GROUP : 300 mg/kg 

On the hand 

Ease of 

Animal 
Removal Handling 

Muscle 
Piloerection Fur Eyes 

Mucous 
No. tone membranes 

401 1 I 2 1 1 1 0 

402 1 I 2 I 1 I 0 

403 1 1 2 1 I I 0 

404 1 I 2 I I 1 0 

405 I I 2 1 I 1 0 

406 I I 2 I 1 1 0 

407 1 I 2 1 1 1 0 

408 I I 2 I I I 0 

409 I 1 2 I I I 0 

410 I I 2 1 I I 0 

411 I I 2 I I I 0 

412 I I 2 I I I 0 

N 12 12 12 12 12 12 12 

Skin 
Pupil 

Lacrimation Salivation 
Secretions/ 

size Excretions 

1 1 1 1 0 

I I I I 0 

1 1 1 I 0 

I I I 1 0 

I I I I 0 

1 I I I 0 

I I I I 0 

I I I I 0 

I I I I 0 

I I I I 0 

I I I I 0 

1 I I I 0 

12 12 12 12 12 
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INDIVIDUAL DATA 3-2- 1 

STUDY NO. SR09244 TITLE: LiFSl Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD : Pre-administration 

Detailed clinical observation ANIMAL : Rat, Jcl :SD SEX : Female GROUP : 0 mg/kg 

On the hand 

Ease of 

Animal 
Removal Handling 

Muscle 
Piloerection Fur Eyes 

Mucous 
No. tone membranes 

I 51 1 I 2 I I I 0 

152 I I 2 I I I 0 

153 I I 2 I I I 0 

154 I I 2 1 1 I 0 

155 1 1 2 I I 1 0 

156 I I 2 1 1 I 0 

157 1 I 2 I 1 1 0 

158 1 I 2 1 1 I 0 

159 1 I 2 I I I 0 

160 I 1 2 1 I I 0 

161 1 I 2 I I I 0 

162 1 I 2 I I 1 0 

N 12 12 12 12 12 12 12 

Skin 
Pupil 

Lacrimation 
size 

1 I I 

1 I 1 

I 1 I 

I I I 

1 I I 

I I I 

I 1 I 

I I I 

1 I I 

I I I 

I I I 

I I I 

12 12 12 

1-1 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 

Salivation 
Secretions/ 
Excretions 

I 0 

I 0 

I 0 

I 0 

I 0 

I 0 

I 0 

1 0 

I 0 

I 0 

I 0 

1 0 

12 12 

0.0000 0.0000 



INDIVIDUAL DATA 3-2-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) PERIOD: Pre-administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 30 mg/kg 
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INDIVIDUAL OAT A 3-2-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD : Pre-administration 

Detailed clinical observation ANIMAL : Rat, Jcl :SD SEX : Female GROUP : 300 mg/kg 

On the hand 

Ease of 

Animal 
Removal Handling 

Muscle 
Piloerection Fur Eyes 

Mucous 
No. tone membranes 

45 I I I 2 I I I 0 

452 I I 2 1 I 1 0 

453 1 I 2 1 I I 0 

454 1 1 2 I 1 I 0 

455 I 1 2 I I 1 0 

456 I I 2 I I 1 0 

457 1 1 2 I 1 1 0 

458 1 1 2 I 1 1 0 

459 I I 2 I I I 0 

460 I I 2 I 1 I 0 

461 I I 2 I I I 0 

462 1 I 2 I 1 1 0 

N 12 12 12 12 12 12 12 

Skin 
Pupil 

Lacrimation Salivation 
Secretions/ 

size Excretions 

I I I I 0 

1 1 1 I 0 

1 1 1 I 0 

I I 1 I 0 

I I I I 0 

1 1 I I 0 

1 1 I I 0 

1 1 1 I 0 

1 1 1 I 0 

1 1 I 1 0 

1 1 I I 0 

I 1 I 1 0 

12 12 12 12 12 
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INDIVIDUAL DATA 3-3-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD : Day 7 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Male GROUP : 0 mg/kg 

On the hand 

Ease of 

Animal 
Removal Handling 

Muscle 
Piloerection Fur Eyes 

Mucous 
Skin 

No. tone membranes 

101 1 I 2 1 1 1 0 1 

102 1 1 2 1 1 I 0 1 

103 1 1 2 1 1 I 0 1 

104 1 1 2 I 1 1 0 1 

105 1 1 2 1 1 1 0 1 

106 1 1 2 1 1 1 0 I 

107 1 1 2 1 I 1 0 1 

108 1 1 2 I I 1 0 1 

109 1 I 2 1 1 1 0 I 

110 1 1 2 1 1 1 0 1 

Ill 1 1 2 I 1 1 0 I 

112 I I 2 I 1 I 0 1 

N 12 12 12 12 12 12 12 12 

Pupil 
Lacrimation 

SIZe 

1 I 

1 1 

1 1 

1 1 

I 1 

1 1 

1 1 

1 1 

I 1 

1 1 

1 I 

I 1 

12 12 

I-1 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 

Salivation 
Secretions/ 
Excretions 

1 0 

1 0 

I 0 

I 0 

1 0 

I 0 

I 0 

1 0 

I 0 

I 0 

1 0 

I 0 

12 12 

0.0000 0.0000 
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INDIVIDUAL DATA 3-3-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) PERIOD: Day 7 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Male GROUP : 300 mg/kg 

On the hand 

Ease of 

Animal 
Removal Handling 

Muscle 
Piloerection Fur Eyes 

Mucous 
Skin 

No. tone membranes 

401 1 1 2 1 1 1 0 1 

402 1 1 2 1 I I 0 I 

403 1 1 2 1 1 1 0 I 

404 I 1 2 I 1 1 0 1 

405 1 1 2 1 1 1 0 I 

406 I 1 2 1 1 1 0 I 

407 1 1 2 1 1 1 0 I 

408 I 1 2 1 1 1 0 1 

409 I I 2 1 1 1 0 1 

410 I 1 2 1 1 I 0 I 

411 I I 2 1 1 l 0 l 

412 1 1 2 l 1 1 0 1 

N 12 12 12 12 12 12 12 12 

Pupil 
Lacrimation Salivation 

Secretions/ 
size Excretions 

1 I 1 0 

1 I 1 0 

1 1 1 0 

1 1 1 0 

1 1 I 0 

I I 1 0 

1 I 1 0 

I 1 I 0 

I I 1 0 

1 1 1 0 

I I I 0 

I 1 I 0 

12 12 12 12 
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INDIVIDUAL DATA 3-4-I 

STUDY NO. SR09244 TITLE: Repeated dose toxicity 28d-RI4d (p.o.) PERIOD : Day 7 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 0 mg/kg 

On the hand 

Ease of 

Animal 
Removal Handling 

Muscle 
Piloerection Fur Eyes 

Mucous 
Skin 

No. tone membranes 

151 I 1 2 1 I I 0 I 

152 I 1 2 I 1 1 0 I 

153 1 1 2 I I I 0 I 

154 1 1 2 I I 1 0 I 

155 I I 2 I I I 0 I 

156 I 1 2 1 I I 0 I 

157 I 1 2 I 1 I 0 I 

158 I I 2 I I 1 0 I 

159 I I 2 1 1 I 0 I 

160 I I 2 I 1 I 0 I 

161 I I 2 I 1 I 0 I 

162 I I 2 I I 1 0 I 

N 12 12 12 12 12 12 12 12 

Pupil 
Lacrimation 

size 

I I 

I I 

I I 

1 I 

1 1 

I I 

I I 

I I 

I I 

I 1 

I I 

I I 

12 12 

H 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 

Salivation 
Secretions/ 
Excretions 

I 0 

I 0 

I 0 

1 0 

I 0 

I 0 

I 0 

I 0 

I 0 

I 0 

I 0 

I 0 

12 12 

0.0000 0.0000 
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INDIVIDUAL DATA 3-4-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD : Day 7 of administration 

Detailed clinical observation ANIMAL : Rat, Jci:SD SEX : Female GROUP : 300 mglkg 

On the hand 

Ease of 

Animal 
Removal Handling 

Muscle 
Piloerection Fur Eyes 

Mucous 
Skin 

No. tone membranes 

451 1 1 2 I I I 0 1 

452 I I 2 I 1 I 0 I 

453 I 1 2 1 1 1 0 1 

454 1 1 2 I I 1 0 I 

455 1 1 2 I I I 0 I 

456 1 1 2 1 I 1 0 I 

457 1 1 2 1 1 I 0 I 

458 1 1 2 I I I 0 1 

459 1 I 2 1 1 I 0 1 

460 1 I 2 1 1 I 0 1 

461 1 1 2 1 I I 0 I 

462 1 I 2 1 1 1 0 I 

N 12 12 12 12 12 12 12 12 

Pupil 
Lacrimation Salivation 

Secretions/ 
size Excretions 

I I I 0 

I I I 0 

I 1 I 0 

I I I 0 

1 I 1 0 

1 1 1 0 

1 I 1 0 

1 1 I 0 

1 1 I 0 

1 1 1 0 

I 1 I 0 

I I I 0 

12 12 12 12 
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INDIVIDUAL DATA 3-5-I 

STUDY NO. SR09244 TITLE: Repeated dose toxicity 28d-R14d (p.o.) PERIOD : Day 14 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl :SD SEX : Male GROUP : 0 mg/kg 

On the hand 

Ease of 

Animal 
Removal Handling 

Muscle 
Piloerection Fur Eyes 

Mucous 
Skin 

No. tone membranes 

101 I 1 2 I 1 I 0 I 

102 1 I 2 I I I 0 I 

103 I I 2 1 1 I 0 I 

104 I I 2 I I I 0 I 

105 1 I 2 I I I 0 I 

106 1 I 2 I I I 0 1 

107 1 I 2 I I I 0 I 

108 I 1 2 I I I 0 I 

109 1 I 2 1 I I 0 I 

110 I I 2 I 1 I 0 I 

Ill I I 2 I I I 0 I 

112 I I 2 I I I 0 I 

N 12 12 12 12 12 12 12 12 

Pupil 
size 

I 

I 

I 

I 

1 

1 

I 

I 

I 

I 

I 

I 

12 

H 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 

Lacrimation Salivation 
Secretions/ 
Excretions 

1 I 0 

I I 0 

1 I 0 

1 I 0 

I I 0 

I I 0 

1 I 0 

I I 0 

I I 0 

I I 0 

I I 0 

I I 0 

12 12 12 

0.0000 0.0000 0.0000 



INDIVIDUAL DATA 3-5-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD: Day 14 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Male GROUP : 30 mg/kg 



INDIVIDUAL DATA 3-5-3 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD : Day 14 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX: Male GROUP : 100 mg/kg 
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INDIVIDUAL OAT A 3-5-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) PERIOD: Day 14 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Male GROUP : 300 mg/kg 

On the hand 

Ease of 

Animal 
Removal Handling 

Muscle 
Piloerection Fur Eyes 

Mucous 
Skin 

No. tone membranes 

401 I I 2 1 1 I 0 1 

402 1 1 2 I I 1 0 1 

403 1 I 2 1 1 I 0 1 

404 I I 2 1 1 I 0 I 

405 1 1 2 I I I 0 I 

406 1 1 2 I 1 1 0 I 

407 1 I 2 I I I 0 1 

408 1 I 2 I 1 1 0 I 

409 I I 2 1 1 I 0 1 

410 1 I 2 1 1 1 0 I 

411 I 1 2 1 1 1 0 1 

412 I I 2 1 1 I 0 I 

N 12 12 12 12 12 12 12 12 

Pupil 
Lacrimation Salivation 

Secretions/ 
size Excretions 

I I 1 0 

1 1 1 0 

1 I I 0 

1 1 1 0 

I I 1 0 

1 I I 0 

I 1 I 0 

I 1 I 0 

I I 1 0 

1 1 1 0 

1 1 I 0 

I I I 0 

12 12 12 12 
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INDIVIDUAL DATA 3-6-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD : Day 14 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 0 mg/kg 

On the hand 

Ease of 

Animal 
Removal Handling 

Muscle 
Piloerection Fur Eyes 

Mucous 
Skin 

No. tone membranes 

151 I I 2 I I I 0 I 

152 I I 2 I I I 0 I 

153 I 1 2 1 I 1 0 1 

154 1 I 2 I I I 0 1 

155 1 1 2 I 1 I 0 I 

156 1 1 2 I 1 1 0 1 

157 1 I 2 I I I 0 1 

158 I 1 2 1 1 I 0 I 

159 1 1 2 I 1 I 0 I 

160 I I 2 1 1 1 0 I 

161 I I 2 1 I I 0 I 

162 I I 2 1 I I 0 I 

N 12 12 12 12 12 12 12 12 

Pupil 
Lacrimation 

size 

I I 

I I 

1 1 

1 I 

1 I 

1 1 

1 1 

I I 

I I 

I 1 

I I 

1 1 

12 12 

H 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 

Salivation 
Secretions/ 
Excretions 

I 0 

I 0 

I 0 

I 0 

1 0 

I 0 

I 0 

I 0 

1 0 

1 0 

I 0 

I 0 

12 12 

0.0000 0.0000 



INDIVIDUAL DATA 3-6-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) PEIUOD: Day 14 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 30 mg/kg 
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INDIVIDUAL DATA 3-6-4 

STUDY NO . SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 14 of administration 

Detailed clinical observation ANIMAL : Rat, Jci:SD SEX : Female GROUP : 300 mg/kg 

On the hand 

Ease of 

Animal 
Removal Handling 

Muscle 
Piloerection Fur Eyes 

Mucous 
Skin 

No. tone membranes 

451 I 1 2 I I I 0 1 

452 I I 2 I I I 0 I 

453 I I 2 I I I 0 I 

454 I I 2 I I I 0 I 

455 I I 2 I I I 0 I 

456 I I 2 I I I 0 I 

457 I I 2 I I I 0 I 

458 1 I 2 I I I 0 I 

459 I I 2 I I I 0 1 

460 I I 2 I I I 0 I 

46I I I 2 I I I 0 I 

462 I I 2 I I I 0 I 

N I2 I2 I2 I2 12 I2 I2 I2 

Pupil 
Lacrimation Salivation 

Secretions/ 
size Excretions 

I I I 0 

1 I I 0 

I I I 0 

I 1 I 0 

I I I 0 

I I I 0 

I I I 0 

I I 1 0 

I I I 0 

I I I 0 

I I I 0 

I I I 0 

I2 12 12 I2 
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INDIVIDUAL DATA 3-7-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 21 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX : Male GROUP : 0 mg/kg 

On the hand 

Ease of 

Animal 
Removal Handling 

Muscle 
Piloerection Fur Eyes 

Mucous 
Skin 

No. tone membranes 

101 I I 2 I I I 0 I 

102 I I 2 I I I 0 I 

103 I 1 2 I I 1 0 1 

104 1 1 2 1 1 1 0 1 

105 I 1 2 1 I 1 0 1 

106 1 1 2 I 1 I 0 I 

107 I I 2 I I I 0 I 

108 1 I 2 I I I 0 I 

109 I I 2 I I I 0 1 

110 1 I 2 1 I I 0 1 

111 1 1 2 I 1 1 0 I 

112 I I 2 1 1 1 0 I 

N 12 12 12 12 12 12 12 12 

Pupil 
Lacrimation 

size 

I I 

I I 

I 1 

1 1 

1 I 

1 1 

I I 

I I 

1 I 

I I 

1 I 

I I 

12 12 

H 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 

Salivation 
Secretions/ 
Excretions 

I 0 

I 0 

1 0 

1 0 

1 0 

1 0 

I 0 

I 0 

I 0 

I 0 

I 0 

I 0 

12 12 

0.0000 0.0000 





INDIVIDUAL DATA 3-7-3 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD: Day 2! of administration 

Detailed clinical observation ANIMAL : Rat, Jc!:SD SEX: Male GROUP: 100 mg!kg 
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INDIVIDUAL DATA 3-7-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD : Day 21 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Male GROUP : 300 mg!kg 

On the hand 

Ease of 

Animal 
Removal Handling 

Muscle 
Piloerection Fur Eyes 

Mucous 
Skin 

No. tone membranes 

401 I 1 2 1 I I 0 I 

402 I I 2 I I I 0 I 

403 I I 2 I I I 0 I 

404 I I 2 I I I 0 I 

405 I I 2 I I I 0 I 

406 I I 2 I I I 0 I 

407 I I 2 I I I 0 I 

408 I I 2 I I I 0 I 

409 I I 2 I I I 0 I 

4IO I I 2 I I I 0 I 

411 I I 2 I I I 0 I 

412 I I 2 I I I 0 I 

N 12 12 12 12 12 12 12 12 

Pupil 
Lacrimation Salivation 

Secretions/ 
SIZe Excretions 

I I I 0 

I I I 0 

I I I 0 

I I I 0 

I I I 0 

I I I 0 

I I I 0 

I I I 0 

I I I 0 

I I I 0 

I I 1 0 

I I I 0 

I2 12 12 12 
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INDIVIDUAL DATA 3-8-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD : Day 21 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX : Female GROUP : 0 mg!kg 

On the hand 

Ease of 

Animal 
Removal Handling 

Muscle 
Piloerection Fur Eyes 

Mucous 
Skin 

No. tone membranes 

151 I I 2 1 I I 0 I 

152 I I 2 I I I 0 I 

153 I I 2 I I I 0 I 

154 I I 2 I I I 0 I 

155 I I 2 I I I 0 I 

156 I I 2 I I I 0 I 

157 I I 2 I 1 I 0 I 

158 I I 2 I I I 0 I 

159 I I 2 I I I 0 I 

160 I I 2 I I I 0 I 

161 I I 2 I 1 I 0 I 

162 I I 2 I I I 0 I 

N 12 12 12 12 12 12 12 12 

Pupil 
Lacrimation 

size 

1 I 

I I 

I I 

I I 

I I 

I I 

I I 

I I 

I I 

I I 

I I 

I I 

12 12 

H 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 

Salivation 
Secretions/ 
Excretions 

I 0 

I 0 

I 0 

I 0 

I 0 

I 0 

I 0 

I 0 

I 0 

I 0 

I 0 

I 0 

12 12 

0.0000 0.0000 



INDIVIDUAL DATA 3-8-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) PERIOD: Day 21 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 30 mg/kg 



INDIVIDUAL DATA 3-8-3 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD : Day 21 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX: Female GROUP: 100 mg/kg 
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INDIVIDUAL DATA 3-8-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 21 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 300 mg/kg 

On the hand 

Ease of 

Animal 
Removal Handling 

Muscle 
Piloerection Fur Eyes 

Mucous 
Skin 

No. tone membranes 

451 I 1 2 1 1 1 0 1 

452 1 1 2 I 1 1 0 1 

453 I 1 2 l I I 0 1 

454 l I 2 I I l 0 I 

455 I 1 2 1 1 1 0 1 

456 1 1 2 1 1 I 0 I 

457 I 1 2 1 I I 0 1 

458 I 1 2 1 1 I 0 1 

459 1 1 2 1 1 1 0 1 

460 1 I 2 1 1 1 0 1 

461 1 I 2 1 I 1 0 I 

462 l I 2 I I I 0 I 

N 12 12 12 12 12 12 12 12 

Pupil 
Lacrimation Salivation 

Secretions/ 
size Excretions 

1 1 I 0 

l l I 0 

1 1 1 0 

I 1 1 0 

1 I 1 0 

I I I 0 

I I I 0 

I I I 0 

1 I I 0 

1 1 1 0 

I 1 1 0 

1 1 I 0 

12 12 12 12 
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INDIVIDUAL DATA 3-9-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 28 of administration 

Detailed clinical observation ANIMAL : Rat, Jci:SD SEX : Male GROUP : 0 mglkg 

On the hand 

Ease of 

Animal 
Removal Handling 

Muscle 
Piloerection Fur Eyes 

Mucous 
Skin 

No. tone membranes 

101 I 1 2 I I I 0 I 

102 1 1 2 I I I 0 I 

103 1 1 2 1 1 1 0 I 

104 1 I 2 1 I I 0 1 

105 1 1 2 I 1 1 0 I 

106 I 1 2 1 1 1 0 I 

107 I I 2 I I I 0 I 

108 I I 2 I I I 0 I 

109 I 1 2 1 I 1 0 I 

110 I I 2 1 1 1 0 1 

111 I 1 2 I I 1 0 1 

112 I 1 2 I I 1 0 I 

N 12 I2 12 12 12 12 12 12 

Pupil 
Lacrimation 

size 

1 I 

1 1 

1 I 

1 I 

1 I 

1 I 

1 I 

1 1 

I 1 

I I 

I 1 

1 1 

12 12 

H 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 

Salivation 
Secretions/ 
Excretions 

I 0 

I 0 

1 0 

I 0 

I 0 

I 0 

1 0 

I 0 

I 0 

I 0 

1 0 

I 0 

12 12 

0.0000 0.0000 
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INDIVIDUAL OAT A 3-9-3 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) PERIOD: Day 28 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX: Male GROUP: 100 mg/kg 

On the hand 

Ease of 

Animal 
Removal Handling 

Muscle 
Piloerection Fur Eyes 

Mucous 
Skin 

No. tone membranes 

301 1 1 2 1 1 1 0 1 

302 I I 2 I I I 0 I 

303 I I 2 1 I I 0 I 

304 I I 2 I I I 0 I 

305 I 1 2 I I I 0 I 

306 I I 2 I I I 0 1 

N 6 6 6 6 6 6 6 6 

Pupil 
Lacrimation Salivation 

Secretions/ 
SIZe Excretions 

1 I I 0 

1 I I 0 

I 1 I 0 

I I I 0 

I I I 0 

I I I 0 

6 6 6 6 
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INDIVIDUAL DATA 3-9-4 

STUDY NO. SR09244 TITLE: Repeated dose toxicity 28d-R14d (p.o.) PERIOD: Day 28 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX: Male GROUP: 300 mg!kg 

On the hand 

Ease of 

Animal 
Removal Handling 

Muscle 
Piloerection Fur Eyes 

Mucous 
Skin 

No. tone membranes 

401 I I 2 I I I 0 I 

402 I 1 2 I I 1 0 I 

403 I I 2 I I 1 0 I 

404 I 1 2 1 1 I 0 I 

405 I I 2 I I I 0 I 

406 I I 2 I I I 0 I 

407 I 1 2 I I I 0 1 

408 1 I 2 I I I 0 1 

409 I I 2 I I I 0 I 

4IO I I 2 I I I 0 I 

411 I I 2 I I I 0 1 

412 I I 2 I I I 0 I 

N 12 I2 12 12 I2 12 12 12 

Pupil 
Lacrimation Salivation 

Secretions/ 
size Excretions 

1 I I 0 

1 I I 0 

I I I 0 

I I I 0 

I 1 I 0 

I I 1 0 

I 1 I 0 

I I I 0 

I I I 0 

I I I 0 

I I I 0 

I I I 0 

I2 12 12 12 
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INDIVIDUAL DATA 3-10-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD: Day 28 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 0 mg/kg 

On the hand 

Ease of 

Animal 
Removal Handling 

Muscle 
Piloerection Fur Eyes 

Mucous 
Skin 

No. tone membranes 

I5I I I 2 I I I 0 I 

I 52 I I 2 I I I 0 I 

I 53 I I 2 I I I 0 I 

I 54 I I 2 I I I 0 I 

I 55 I I 2 I I I 0 I 

I 56 I I 2 I I I 0 I 

I 57 I I 2 I I I 0 I 

I 58 I I 2 I I I 0 I 

159 I I 2 I I I 0 I 

I60 I I 2 I I I 0 I 

I6I I I 2 I I I 0 I 

162 I I 2 I I I 0 I 

N 12 12 12 I2 12 I2 12 12 

Pupil 
Lacrimation 

size 

I I 

I I 

I I 

I I 

I I 

I I 

I I 

I I 

I I 

I I 

I I 

I I 

12 12 

H 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 

Salivation 
Secretions/ 
Excretions 

I 0 

I 0 

I 0 

I 0 

I 0 

I 0 

I 0 

I 0 

I 0 

I 0 

I 0 

I 0 

12 I2 

0.0000 0.0000 



INDIVIDUAL DATA 3-10-2 

STUDY NO. SR09244 TITLE: Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD: Day 28 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 30 mg!kg 
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INDIVIDUAL DATA 3-10-4 

STUDY NO. SR09244 TITLE: Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 28 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 300 mg/kg 

On the hand 

Ease of 

Animal 
Removal Handling 

Muscle 
Piloerection Fur Eyes 

Mucous 
Skin 

No. tone membranes 

451 I I 2 I I I 0 I 

452 I 1 2 I I I 0 I 

453 I 1 2 I I I 0 I 

454 1 I 2 1 I I 0 I 

455 I I 2 I I I 0 I 

456 I I 2 I I 1 0 1 

457 1 I 2 I 1 1 0 I 

458 I I 2 I I I 0 I 

459 I I 2 I I I 0 I 

460 I I 2 1 I I 0 I 

461 I I 2 I I I 0 I 

462 I 1 2 I 1 I 0 I 

N 12 12 12 12 12 12 12 12 

Pupil 
Lacrimation Salivation 

Secretions/ 
size Excretions 

I 1 I 0 

1 I I 0 

1 I I 0 

I I I 0 

I I I 0 

I I I 0 

I I 1 0 

I I I 0 

1 1 I 0 

I I I 0 

I I I 0 

I I I 0 

12 12 12 12 



















...... 
00 
00 

INDIVIDUAL DATA 4-1-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD : Pre-administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Male GROUP : 0 mg/kg 

In the open-field 

Animal 
No. 

Gait 

-
101 

102 

103 

104 

105 

106 

107 

108 

109 

110 

Ill 

112 

N 12 

H 0.0000 

C d
. . Reactivity to 

o-or matton . 
1 

h. . . 
f 

env1ronmenta Searc mg Urmatton 
o movement 

stimuli 

12 12 

0.0000 0.0000 

12 

0.0000 

0 

0 

0 

I 

0 

0 

12 

1.1920 

Defecation 

0 

0 

0 

0 

0 

0 

0 

0 

0 

I 

0 

12 

1.3672 

Stereotype 

Excessive 
grooming 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

12 

0.0000 

Unusual 
head 

movement 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

12 

0.0000 

Bizarre behavior 

Walking 
backward 

12 

0.0000 

Vocalization 

12 

0.0000 

Aggression 

12 

0.0000 
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INDIVIDUAL DATA 4-1-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) PERIOD : Pre-administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX : Male GROUP : 300 mg!kg 

In the open-field 

Stereotype 

Gait 
Animal 

No. 

-
40I 

402 

403 

404 

405 

406 

407 

408 

409 

410 

411 

412 

N 12 

C d
. . Reactivity to E · 

o-or mat10n . . . . . xcess1ve 
f environmental Searchmg Unnat10n DefecatiOn . 

o movement stimuli groommg 

12 12 12 

0 

0 

0 

0 

0 

0 

0 

12 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

12 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

12 

Unusual 
head 

movement 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

12 

Bizarre behavior 

Walking 
backward 

12 

Vocalization 

12 

Aggression 

12 
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INDIVIDUAL DATA 4-2-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) PERIOD : Pre-administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX : Female GROUP : 0 mglkg 

ln the open-field 

Stereotype 

Animal Co-ordination 
Reactivity to 

Excessive 
Unusual 

No. 
Gait 

of movement 
environmental Searching Urination Defecation 

grooming 
head 

stimuli movement 

151 I I I 1 1 0 0 0 

152 I I I 1 0 0 0 0 

153 1 I I I 0 0 0 0 

154 1 I I I 1 I 0 0 

155 I I 1 I 0 0 0 0 

156 1 I 1 I 0 0 0 0 

157 1 1 1 I 0 0 0 0 

158 I I I I 0 0 0 0 

159 1 I I 1 1 I 0 0 

160 1 1 I 1 0 0 0 0 

161 I 1 I I 0 0 0 0 

162 I I 1 1 0 0 0 0 

N 12 12 12 12 12 12 12 12 

H 0.0000 0.0000 0.0000 0.0000 0.8642 1.3672 0.0000 0.0000 

Bizarre behavior 

Walking 
backward 

Vocalization Aggression 

12 12 12 

0.0000 0.0000 0.0000 
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INDIVIDUAL DATA 4-2-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD : Pre-administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 300 mg/kg 

In the open-field 

Stereotype 

Animal Co-ordination 
Reactivity to 

Excessive 
Unusual 

No. 
Gait 

of movement 
environmental Searching Urination Defecation 

grooming 
head 

stimuli movement 

45I I I I 1 1 0 0 0 

452 I I I 1 0 0 0 0 

453 I I I I 0 0 0 0 

454 1 I 1 I 0 0 0 0 

455 I I I I 0 0 0 0 

456 1 I 1 1 0 0 0 0 

457 1 1 1 I 0 0 0 0 

458 I 1 I I 0 0 0 0 

459 I 1 I I 0 0 0 0 

460 1 I I I 1 1 0 0 

461 1 I 1 1 0 0 0 0 

462 1 1 I 1 0 0 0 0 

N 12 12 12 12 12 12 12 12 

Bizarre behavior 

Walking 
backward 

Vocalization Aggression 

12 12 12 
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INDIVIDUAL DATA 4-3-1 

STUDY NO. SR09244 TITLE: Repeated dose toxicity 28d-R14d (p.o.) PERIOD : Day 7 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Male GROUP : 0 mg/kg 

In the open-field 

Stereotype 

Animal Co-ordination 
Reactivity to 

Excessive 
Unusual 

No. 
Gait 

of movement 
environmental Searching Urination Defecation 

grooming 
head 

stimuli movement 

101 I 1 1 I 0 0 0 0 

102 I I I 1 0 0 0 0 

103 I 1 I I 0 0 0 0 

I04 I I 1 1 I 0 0 0 

105 1 I I I 0 0 0 0 

106 I 1 I I I 0 0 0 

107 I I I I 0 0 0 0 

108 I I I I I 0 0 0 

109 I I I I 0 0 0 0 

110 1 I I I 0 0 0 0 

111 I I I I I I 0 0 

112 I I I I 0 0 0 0 

N 12 12 12 12 12 12 12 12 

H 0.0000 0.0000 0.0000 0.0000 2.6563 0.5469 0.0000 0.0000 

Bizarre behavior 

Walking 
backward 

Vocalization Aggression 

12 12 12 

0.0000 0.0000 0.0000 





INDIVIDUAL DATA 4-3-3 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD : Day 7 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Male GROUP: 100 mg/kg 
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INDIVIDUAL DATA 4-3-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 7 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX: Male GROUP: 300 mg/kg 

In the open-field 

Stereotype 

Animal Co-ordination 
Reactivity to 

Excessive 
Unusual 

No. 
Gait 

of movement 
environmental Searching Urination Defecation 

grooming 
head 

stimuli movement 

401 1 I I 1 0 0 0 0 

402 1 1 I 1 1 I 0 0 
403 . 1 I I I 0 0 0 0 

404 I I 1 I 0 0 0 0 

405 1 I 1 1 1 0 0 0 

406 1 I 1 1 0 0 0 0 

407 1 1 1 I 0 0 0 0 

408 I 1 1 1 0 0 0 0 

409 1 1 1 I 0 0 0 0 

410 I 1 I 1 1 0 0 0 

411 1 1 I 1 0 0 0 0 

412 1 I 1 1 0 0 0 0 

N 12 12 12 12 12 12 12 12 

Bizarre behavior 

Walking 
backward 

Vocalization Aggression 

12 12 12 



N 
0 
0 

INDIVIDUAL DATA 4-4-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERJOD : Day 7 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX :Female GROUP : 0 mg/kg 

In the open-field 

Stereotype 

Animal Co-ordination 
Reactivity to 

Excessive 
Unusual 

No. 
Gait 

of movement 
environmental Searching Urination Defecation 

grooming 
head 

stimuli movement 

151 1 1 1 1 0 0 0 0 

152 1 1 1 I 0 0 0 0 

153 1 1 1 1 0 0 0 0 

154 1 1 1 1 1 0 0 0 

155 1 1 1 I 0 0 0 0 

156 1 1 1 1 0 0 0 0 

157 1 1 1 1 0 0 0 0 

158 1 1 1 I 0 0 0 0 

159 I I I I 0 0 0 0 

160 I I I I 0 0 0 0 

161 I 1 I 1 0 0 0 0 

162 1 I I I 0 0 0 0 

N 12 12 12 12 12 12 12 12 

H 0.0000 2.0000 0.0000 0.0000 1.0294 2.5735 0.0000 0.0000 

Bizarre behavior 

Walking 
backward 

Vocalization Aggression 

12 12 12 

0.0000 0.0000 0.0000 



INDIVIDUAL DATA 4-4-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD: Day 7 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl :SD SEX : Female GROUP : 30 mg/kg 



INDIVIDUAL DATA 4-4-3 

STUDY NO. SR09244 TITLE: Repeated dose toxicity 28d-R14d (p.o.) PERIOD: Day 7 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX: Female GROUP: 100 mg/kg 



N 
0 
w 

INDIVIDUAL OAT A 4-4-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD : Day 7 of administration 

Detailed clinical observation ANIMAL : Rat, Jci:SD SEX : Female GROUP : 300 mg/kg 

In the open-field 

Stereotype 

Animal Co-ordination 
Reactivity to 

Excessive 
Unusual 

No. 
Gait 

of movement 
environmental Searching Urination Defecation 

grooming 
head 

stimuli movement 

45 1 I I I I 0 0 0 0 

452 I 0 I I 0 I 0 0 

453 I I I I 0 0 0 0 

454 I I I I 0 0 0 0 

455 I I 1 1 0 0 0 0 

456 I I I 1 0 0 0 0 

457 1 I I I 0 0 0 0 

458 I 1 I 1 I 0 0 0 

459 1 1 I 1 0 0 0 0 

460 I I I I 0 0 0 0 

461 I 1 I 1 0 0 0 0 

462 1 1 1 1 0 0 0 0 

N 12 12 12 12 12 12 12 12 

Bizarre behavior 

Walking 
backward 

Vocalization Aggression 

12 12 12 



N 
0 
-!>-

INDIVIDUAL DATA 4-5-l 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD : Day 14 of administration 

Detailed clinical observation ANIMAL: Rat, Jci:SD SEX: Male GROUP : 0 mg/kg 

In the open-field 

Stereotype 

Animal 

No. 
Gait 

-
101 

102 

103 

104 

105 

106 

107 

108 

109 

110 

Ill 

112 

N 12 

H 0.0000 

C d
. . Reactivity to 

o-or matton . 1 S h" . . 
f 

env1ronmenta earc mg Unnatwn 
o movement 

stimuli 

12 12 

0.0000 0.0000 

12 

0.0000 

0 

0 

1 

0 

0 

0 

0 

1 

0 

0 

12 

2.6563 

Defecation 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

1 

0 

12 

1.0606 

Excessive 
grooming 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

12 

0.0000 

Unusual 
head 

movement 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

12 

0.0000 

Bizarre behavior 

Walking 

backward 

12 

0.0000 

Vocalization 

12 

0.0000 

Aggression 

12 

0.0000 



INDIVIDUAL DATA 4-5-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD : Day 14 of administration 

Detailed clinical observation ANIMAL: Rat, Jci:SD SEX: Male GROUP: 30 mg!kg 



INDIVIDUAL DATA 4-5-3 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD : Day 14 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl :SD SEX: Male GROUP: 100 mg!kg 



N 
0 
....:1 

INDIVIDUAL DATA 4-5-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD : Day 14 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Male GROUP : 300 mg/kg 

In the open-field 

Stereotype 

Animal Co-ordination 
Reactivity to 

Excessive 
Unusual 

No. 
Gait 

of movement 
environmental Searching Urination Defecation 

grooming 
head 

stimuli movement 

401 I I I I 0 0 0 0 

402 I 1 I 1 I I 0 0 

403 1 1 I I 0 0 0 0 

404 1 1 I 1 0 0 0 0 

405 I I I I 0 0 0 0 

406 1 1 I 1 0 0 0 0 

407 I I I 1 0 0 0 0 

408 1 1 1 1 0 0 0 0 

409 1 I I I I 0 0 0 

410 I I 1 1 1 0 0 0 

411 I I I I 0 0 0 0 

412 1 1 I I 0 0 0 0 

N 12 12 12 12 12 12 12 12 

Bizarre behavior 

Walking 
backward 

Vocalization Aggression 

12 12 12 



N 
0 
00 

INDIVIDUAL DATA 4-6-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) PERIOD: Day 14 of administration 

Detailed clinical observation ANIMAL : Rat, Jci:SD SEX : Female GROUP : 0 mg/kg 

In the open-field 

Stereotype 

Animal Co-ordination 
Reactivity to 

Excessive 
Unusual 

No. 
Gait 

of movement 
environmental Searching Urination Defecation 

grooming 
head 

stimuli movement 

151 1 1 I I 0 0 0 0 

152 I I I I 0 0 0 0 

153 I I I I 0 0 0 0 

154 I I I 1 0 0 0 0 

155 1 I I I 0 0 0 0 

I 56 I I I I 0 0 0 0 

157 I I I I 0 0 0 0 

158 I I I I 0 0 0 0 

159 1 I I I 0 0 0 0 

160 I I I I 0 0 0 0 

161 I I I I 0 0 0 0 

162 I I I I 0 0 0 0 

N 12 12 12 12 12 12 12 12 

H 0.0000 0.0000 0.0000 0.0000 5.0000 0.0000 0.0000 0.0000 

Bizarre behavior 

Walking 
backward 

Vocalization Aggression 

12 12 12 

0.0000 0.0000 0.0000 







INDIVIDUAL DATA 4-6-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 14 of administration 

Detailed clinical observation AN IMAL : Rat, Jcl:SD SEX: Female GROUP : 300 mg!kg 

In the open-field 

Stereotype Bizarre behavior 

Animal Co-ordination 
Reactivity to 

Excessive 
Unusual 

Walking 
Gait environmental Searching Urination Defecation head Vocalization Aggression 

No. of movement grooming backward 
stimuli movement 

45 1 1 1 1 1 0 0 0 0 

452 I I 1 1 0 0 0 0 

453 1 1 1 1 0 0 0 0 

454 1 1 1 1 0 0 0 0 

455 1 I 1 1 0 0 0 0 

456 1 1 1 I 0 0 0 0 

N 
457 I 1 1 I 0 0 0 0 

458 1 1 1 1 0 0 0 0 

459 1 1 1 I 0 0 0 0 

460 1 1 I I 0 0 0 0 

461 I I I 1 0 0 0 0 

462 I 1 I I 0 0 0 0 

N 12 12 12 12 12 12 12 12 12 12 12 



N -N 

INDIVIDUAL DATA 4-7-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD: Day 21 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Male GROUP : 0 mg/kg 

In the open-field 

Stereotype 

Animal Co-ordination 
Reactivity to 

Excessive 
Unusual 

No. 
Gait 

of movement 
environmental Searching Urination Defecation 

grooming 
head 

stimuli movement 

101 1 1 1 I 0 0 0 0 

102 1 1 1 1 0 0 0 0 

103 1 1 1 1 0 0 0 0 

104 1 1 1 1 0 0 0 0 

105 1 1 1 1 0 0 0 0 

106 1 1 1 1 0 0 0 0 

107 1 1 1 1 0 0 0 0 

108 1 1 1 1 0 0 0 0 

109 1 1 1 1 1 0 0 0 

110 1 1 1 1 0 0 0 0 

111 1 1 1 1 1 0 0 0 

112 1 1 1 1 0 0 0 0 

N 12 12 12 12 12 12 12 12 

H 0.0000 0.0000 0.0000 0.0000 2.1875 5.0000 0.0000 0.0000 

Bizarre behavior 

Walking 
backward 

Vocalization Aggression 

12 12 12 

0.0000 0.0000 0.0000 



INDIVIDUAL DATA 4-7-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) PERIOD : Day 21 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl :SD SEX : Male GROUP : 30 mg/kg 





N ...... 
Ul 

INDIVIDUAL DATA 4-7-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 21 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX : Male GROUP : 300 mg/kg 

In the open-field 

Stereotype 

Animal Co-ordination 
Reactivity to 

Excessive 
Unusual 

No. 
Gait 

of movement 
environmental Searching Urination Defecation 

grooming 
head 

stimuli movement 

401 1 1 1 1 0 0 0 0 

402 I I I I I 0 0 0 

403 I I I I 0 0 0 0 

404 I I I I 0 0 0 0 

405 I I I I 0 0 0 0 

406 I I I I 0 0 0 0 

407 I I I 1 0 0 0 0 

408 1 1 I I 0 0 0 0 

409 1 I I I 1 0 0 0 

410 1 1 I I 0 0 0 0 

411 1 I 1 I 0 0 0 0 

412 I I 1 1 0 0 0 0 

N 12 12 12 12 12 12 12 12 

Bizarre behavior 

Walking 
backward 

Vocalization Aggression 

12 12 12 



N -0\ 

INDIVIDUAL DATA 4-8-1 

STUDY NO. SR09244 TITLE: Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD: Day 21 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX: Female GROUP: 0 mg!kg 

In the open-field 

Stereotype 

Animal Co-ordination 
Reactivity to 

Excessive 
Unusual 

No. 
Gait 

of movement 
environmental Searching Urination Defecation 

grooming 
head 

stimuli movement 

151 1 1 1 I 0 0 0 0 

152 1 1 I I 0 0 0 0 

153 1 1 I 1 0 0 0 0 

154 1 1 1 1 0 0 0 0 

155 I 1 I 1 0 0 0 0 

156 1 1 1 1 0 0 0 0 

157 1 1 1 1 0 0 0 0 

158 1 1 1 I 0 0 0 0 

159 I 1 1 1 0 0 0 0 

160 1 I 1 I 0 0 0 0 

161 1 I I I 0 0 0 0 

162 I 1 1 I 0 0 0 0 

N 12 12 12 12 12 12 12 12 

H 0.0000 2.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 

Bizarre behavior 

Walking 
backward 

Vocalization Aggression 

12 12 12 

0.0000 0.0000 0.0000 



INDIVIDUAL DATA 4-8-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD: Day 21 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX: Female GROUP: 30 mg/kg 



INDIVIDUAL DATA 4-8-3 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD : Day 21 of administration 

Detailed clinical observation ANIMAL: Rat, Jci:SD SEX: Female GROUP: 100 mg!kg 



N 
....... 
\0 

INDIVIDUAL DATA 4-8-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) PER10D: Day 21 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 300 mg/kg 

In the open-field 

Stereotype 

Animal Co-ordination 
Reactivity to 

Excessive 
Unusual 

No. 
Gait 

of movement 
environmental Searching Urination Defecation 

grooming 
head 

stimuli movement 

451 I 1 1 1 0 0 0 0 

452 I I I I 0 0 0 0 

453 1 1 I I 0 0 0 0 
454 1 1 1 1 0 0 0 0 
455 1 1 1 1 0 0 0 0 

456 I 1 1 I 0 0 0 0 

457 1 I I 1 0 0 0 0 

458 I 1 I 1 0 0 0 0 

459 I 1 I 1 0 0 0 0 

460 1 1 I I 0 0 0 0 

46I 1 1 1 I 0 0 0 0 

462 1 0 I 1 0 0 0 0 

N 12 12 I2 12 12 I2 I2 I2 

Bizarre behavior 

Walking 
backward 

Vocalization Aggression 

12 I2 I2 



N 
N 
0 

INDIVIDUAL DATA 4-9-1 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD : Day 28 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Male GROUP : 0 mg/kg 

In the open-field 

Stereotype 

Animal Co-ordination 
Reactivity to 

Excessive 
Unusual 

No. 
Gait 

of movement 
environmental Searching Urination Defecation 

grooming 
head 

stimuli movement 

101 1 I 1 I 1 0 0 0 

102 I 1 I 1 0 0 0 0 

103 I 1 1 I 0 0 0 0 

104 1 1 I 1 0 0 0 0 

105 1 1 1 1 0 0 0 0 

106 1 1 I I 0 0 0 0 

107 I I 1 I 0 0 0 0 

108 1 I 1 I 0 0 0 0 

109 1 I 1 1 0 0 0 0 

110 1 I I I 0 0 0 0 

111 1 1 1 I 0 I 0 0 

112 I 1 1 1 0 0 0 0 

N 12 12 12 12 12 12 12 12 

H 0.0000 0.0000 0.0000 0.0000 2.4839 2.1212 0.0000 0.0000 

Bizarre behavior 

Walking 
backward 

Vocalization Aggression 

12 12 12 

0.0000 0.0000 0.0000 



INDIVIDUAL DATA 4-9-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD : Day 28 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Male GROUP : 30 mg/kg 



INDIVIDUAL OAT A 4-9-3 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) PERIOD: Day 28 of administration 

Detailed clinical observation ANIMAL: Rat, Jci:SD SEX: Male GROUP : 100 mg/kg 



N 
N 
UJ 

INDIVIDUAL DATA 4-9-4 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 28 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Male GROUP : 300 mg/kg 

In the open-field 

Stereotype 

Animal 
No. 

Gait 

-
401 

402 

403 

404 

405 

406 

407 

408 

409 

410 

411 

412 

N 12 

C d
. . Reactivity to E · 

o-or mal!on . . . . . ; xcess1ve 
f environmental Searchmg Unnatwn DefecatiOn . 

o movement stimuli groommg 

12 12 12 

0 

0 

0 

0 

0 

0 

0 

0 

0 

12 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

12 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

12 

Unusual 
head 

movement 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

12 

Bizarre behavior 

Walking 
backward 

12 

Vocalization 

12 

Aggression 

12 



N 
N 
-!'> 

INDIVIDUAL DATA 4-10-1 

STUDY NO. SR09244 TITLE: LiFS1 Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 28 of administration 

Detailed clinical observation ANIMAL : Rat, Jci:SD SEX : Female GROUP : 0 mg/kg 

In the open-field 

Stereotype 

Animal Co-ordination 
Reactivity to 

Excessive 
Unusual 

No. 
Gait 

of movement 
environmental Searching Urination Defecation 

grooming 
head 

stimuli movement 

151 I 1 I 1 0 0 0 0 

152 1 1 I I 0 0 0 0 

153 1 1 1 1 0 0 0 0 

154 1 1 1 I 0 0 0 0 

155 1 I I 1 0 0 0 0 

156 I 1 1 I 0 0 0 0 

157 1 I 1 1 0 0 0 0 

158 1 1 1 I 0 0 0 0 

159 1 1 I I 0 0 0 0 

160 I I I I 0 0 0 0 

161 1 I 1 I 0 0 0 0 

162 I I 1 I 0 0 0 0 

N 12 12 12 12 12 12 12 12 

H 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 

Bizarre behavior 

Walking 
backward 

Vocalization Aggression 

12 12 12 

0.0000 0.0000 0.0000 



INDlVlDUAL DATA 4-10-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) PERIOD : Day 28 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX : Female GROUP : 30 mg/kg 



INDIVIDUAL DATA 4-10-3 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD : Day 28 of administration 

Detailed clinical observation ANIMAL: Rat, Jcl:SD SEX: Female GROUP: 100 mg/kg 



N 
N 
-.1 

INDIVIDUAL DATA 4-10-4 

STUDY NO. SR09244 TITLE: Repeated dose toxicity 28d-RI4d (p.o.) PERIOD: Day 28 of administration 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 300 mg/kg 

In the open-field 

Stereotype 

Animal Co-ordination 
Reactivity to 

Excessive 
Unusual 

· No. 
Gait 

of movement 
environmental Searching Urination Defecation 

grooming 
head 

stimuli movement 

451 1 1 1 1 0 0 0 0 

452 1 1 I I 0 0 0 0 

453 I 1 1 I 0 0 0 0 

454 I I 1 I 0 0 0 0 

455 I 1 1 1 0 0 0 0 

456 1 1 I I 0 0 0 0 

457 I 1 I I 0 0 0 0 

458 I 1 1 I 0 0 0 0 

459 I 1 I I 0 0 0 0 

460 I I I I 0 0 0 0 

461 I 1 I I 0 0 0 0 

462 1 I I I 0 0 0 0 

N 12 12 12 12 12 12 12 12 

Bizarre behavior 

Walking 
backward 

Vocalization Aggression 

12 12 12 





INDIVIDUAL DATA 4-11-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD : Day 7 of recovery 

Detailed clinical observation ANIMAL : Rat, Jcl :SD SEX : Male GROUP : 300 mglkg 





INDIVIDUAL DATA 4-12-2 

STUDY NO. SR09244 TITLE: Repeated dose toxicity 28d-R14d (p.o.) PERIOD: Day 7 of recovery 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 300 mg/kg 





INDIVIDUAL DATA 4-13-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-R14d (p.o.) PERIOD : Day 14 of recovery 

Detailed clinical observation ANIMAL : Rat, Jci:SD SEX : Male GROUP : 300 mg/kg 





INDIVIDUAL DATA 4-14-2 

STUDY NO. SR09244 TITLE:  Repeated dose toxicity 28d-Rl4d (p.o.) PERIOD: Day 14 of recovery 

Detailed clinical observation ANIMAL : Rat, Jcl:SD SEX : Female GROUP : 300 mg/kg 




